Adenocarcinoma of the nose is rare enough to warrant reporting each case.
From clinical or microscopic findings, it is hardly possible in the early stages to determine whether the growth is of a benign or malignant character, and I should urge that all such growths be looked upon as of low grade malignancy.
Dr. Jonathan Wright, dean of rhinologic and laryngologic pathology, has fully discussed this subject.i " 8 and I have had the good fortune to have him examine all the specimens from these four cases.
From a feeling of triumph in surgery to one of humility, I report the subsequent history of Case 1, previously reported in the ANNALS OF OTOLOGY, RHINOLOGY AND LARYNGOLOGY of June, 1907. ("Adenocarcinoma, Situated in the Right Maxillary Antrum, One Year and a Half After Operation.") Case l.-C. F., aged fifty-nine years, United States; occupation, milkman. Previous history, negative. First seen on December 6, 1905, when he gave the following history:
Twelve to fourteen months before, he began to notice swelling of the face and hard palate. For the past ten years, he says, he has had a small swelling on the alveolar process. The teeth on that side fell out about five years ago, also some on the opposite side. The subjective symptom which the growth gave was nasal obstruction. The growth, where it had broken through the bone, had a cystic feel. The swelling in the mouth has obliterated the usual landmarks, and was one smooth swelling from the gingivolabial fold well beyond the median line, involving the alveolar process as far as the left canine tooth. The anterior surface of the growth bulged the cheek markedly on that side and overrode the intraorbital ridge and the nasal bone. The nasoantral wall bulged into the nose, and pushed the septum over until it touched the opposite side. The growth had caused absorption of the bone in several directions, namely, the anterior and inferior antral walls, and probably the nasal walls. His heart and lungs were normal, kidneys slightly congested. He had been a steady whisky drinker for years, averaging about ten drinks daily.
The superior maxilla was excised in toto. The gross section of the specimen showed a mass, creamy yellow in color, granular, not vascular, the consistency of the spleen.
The growth was submitted to Dr. Jonathan Wright for examination, who reported as follows:
"This growth is an adenoma. The interest, both clinically and histologically, is whether we are to consider it malignant or benign. In many places, the type is one of simple row formation, run wild, but not clustered into irregular clumps of cells, which in this kind of case I have been accustomed to associate with malignancy. In several of the places, however, this massing of the cells in the stroma is evident. In these' localities, and a few others, a little suggestion of stricture is to be noted. In other places, the cells are arranged around a blood vessel for a center. In these sections, I do not make out any of the irregular karyokinesis, which is a striking intracellular feature in malignant growths. From my experience with such cases as this, I am inclined to think, in spite of several very dubious areas, that there is a good chance that this growth, even with repeated recurrences, may finally be entirely and permanently eradicated. If possible, the site of the growth should be promptly exposed, so that any recurrence may be observed and extirpated."
December 21, 1905, Dr. Wright sent me this supplementary report :
"On examination of other portions of this growth, I am inclined to think we must give up any hope of its nonmalignancy. There is too much atypical proliferation not to expect prompt recurrence and metastases." June, 1908, the growth recurred on the hard palate, and half of the left alveolar process and hard palate were removed.
Dr. Wright reported: "Sections of the growth removed on June 18, 1908, show the original adenocarcinomatous growth." January, 1910. Removed right molar and surrounding tissue, except the skin.
March, 1910. Removed eye and contents of orbit. May, 1910. Admitted to hospital with rapid extension into soft palate.
December, 1911. Specimens of the growth showed the same histologic characteristic.
July, 1914. Much involvement in orbit and soft palate. He has lost considerable weight and looks badly; no metastases, does not complain of pain, no bleeding, no tendency to break down and ulcerate.
' Saw him again in 1914. This time in a city hospital. No longer able to work. Growth has grown very slowly since 1910. Passed from observation after nine years.
Case 2.-A. C., age sixty-five years, married; retired naval officer. April, 1908.
Ten years ago he had first operation for nasal polyps and has had a number of such operations since. Twenty months ago, in Italy, his polyps were removed, which was followed in three weeks by rapid enlargement of the cervical glands at angle of jaw on both sides, with a gradual increase: in size and number since. He has had several operations for the polyps in past years.
At present he has severe headaches, extending from frontal to occiput, nearly complete nasal obstruction, mucoid nasal discharge, which is, at times, streaked with blood. the amount of blood increasing the last three weeks.
The left eye shows paralysis of third and fourth nerves, fundus normal, cervical glands extensively involved, large and hard, probably some involvement of abdominal glands, cachectic. Begs relief from pains and nasal obstruction.
Nasal examination reveals ethmoidal region blocked with what appears to be polypoid degeneration, which bleeds excessively on probing.
A gland was excised from the neck. Dr. Wright says: "There is little or no lymphoid tissue left in this gland. Its framework, for the most part, is a low grade connective tissue. This is infiltrated throughout with patches of cells, some of them arranged in the lymph spaces in such a manner and are of such a morphologic appearance as to suggest that they are metastasic deposits of an adenocarcinoma." Quite a hopeless condition, but the patient demands a consultation with the man who has been busy removing the polyps for the past eighteen months, and this doctor is quite incredulous as to its malignant nature and, as I refuse to operate, the patient returns to this doctor three weeks later, and dies on the table, of hemorrhage.
Case 3.~C. C., Italian, age forty-two years, male, married. March, 1911. Robust health; for the four months previous, partial obstruction and increased mucoid discharge; frequent bleeding. Nasal examination reveals left ethmoidal region filled with a soft, purplish growth, which Weeds easily on probing.
March 4, 1911. Specimen removed for examination. Dr. Jonathan Wright reported "adenoma." "This seems to be of the same nature of the former specimen from the case-that is, it is an adenoma of uncertain potentiality, better, perhaps, to call it a cyst adenoma. Long, slender, nonciliated epithelial cells are growing wild from a much altered stroma, which, however, they do not infiltrate, but from false acini and tubes, g-iving it the peculiar characteristics from which it takes its name.
The stroma is made up largely of a hyperplasia of the smooth muscle fibers or cells, resembling them both in cross section, and when viewed longitudinally through their terminal portions, perhaps, due to improper technic, are not shown satisfactorily.
. While it is possible that the course of this growth left to itself would rapidly present evidence clinically of malignancy, it is not impossible that thorough eradication, if that is possible, might lead to a favorable result."
Operation.-Tied external carotid, and with a Ferguson incision, which was extended up to and through the eyebrow, with the soft tissues retracted, the bone of the anterior walls of the antrum, nasal cavity and frontal were removed, and through this large aperture the entire contents of antrum, frontal, ethmoids, sphenoid and nose were removed, leaving only the mucosa of the vestibule.
There was no evidence of the growth except in the ethmoidal cells.
Microscopic Diagnosis.-"Very atypical looking adenomatous structure in the tissue from ethmoid, but very little of it.
Gland is inflamed, but shows no evidence of metastases." September, 1911. Same condition was found in the right ethrnoids.
The original incision was reopened and the nasal septum entirely removed, and all of the contents of the right naris and sinuses removed, except the frontal sinus with no evidence of the growth except in the ethmoids as on the left side.
Microscopic This growth was removed in small pieces with forceps, because of the septal deviation, the total amount filling a bottle.
The pathologic reports are as follows: Dr. F. F. Sondern's report: "Histologic Examination.-The specimen consists of a few flattened and irregular masses of grayish tissue, with a moderately firm consistency and a finely papillomatous appearance.
"Microscopic examination shows a papillomatous, hyperplastic growth of the upper nasal mucosa diffusely infiltrated with inflammatory cells (polynuclears, eosinophiles and lymphocytes).
. The growth exhibits a marked tendency to convoluted and plicated arrangement, preserving at the same time a papillary structure. The' cells are of the ciliated columnar type and are proliferated to form several layers.
Vacuolation, due to edema, is of common occurrence in the cells. Goblet cells are plentiful. The basement membrane appears to be intact. There seems to be little evidence of anaplasia on the part of the hyperplastic epithelium. The supporting stroma is of loose connective tissue formation and markedly edematous, and contains many thin walled blood vessels, which are for the most part empty. A few finely pigmented endothelial leucocytes are seen in the stroma.
Mitotic figures in the epithelial cells are rare, and in view of the hyperplastic nature of the growth it would seem that this is an important point in considering the question of malignancy.
From a histologic point of view, the tissue shows sufficient departure from the type to warrant regarding it with considerable suspicion as to its potential malignant capabilities, but at the present time it does not possess the structure of a frank carcinoma.
"Such hyperplastic growths in the nose, however, are prone to recur, and may take on malignant characters."
Pathologic "The question of operation would depend entirely upon the clinical indications-that is, as to how far the thing had progressed, its situation, the general state of the patient, etc.; but, as you know, this form of growth is not so malignant as some others in the nasal cavity and, providing it was surgically possible to remove all the diseased tissue, it is an entirely justifiable procedure." X-ray showed cloudiness in left ethmoidal region and antrum. Antrum was douched, with a clear return flow.
May 24, 1915. When the ethmoidal region had healed, it showed a suspicious spot about one-fourth inch in diameter on the anterior lateral ethmoidal wall.
Radical operation urged, but was refused. Patient died twenty months later in the South, after some six months, of a cerebral condition that was called meningitis.
Dr. Jonathan Wright has found that adenocarcinoma is the most frequent malignancy of the nose.
Rosenheirrr' finds it the rarest. Though it is the least malignant, two of my cases had recurrences after most extensive excision: Case 1 in two years, and Case 3 in one year, and also in Case 4 after intranasal removal, but here I knew I had not gone beyond the infiltration. The point of origin was clearly the ethmoids in Cases 3 and 4, and probably in Case 2.
.In Case 1, the growth was entirely within the antral cavity, but too extensive to be sure of point of origin, but probably antral. Pain: Xot until very late.
Hemorrhage early in Case 3, but not in the recurrences, late in Case 2.
Polyps were associated in Cases 2 and 4, while Case 3 gave clearly the appearance of a new growth in the ethmoids.
Dr. Jonathan Wright and Semon hold that a benign growth does not degenerate into malignancy. The polyps were merely a coincident. Thousands of polyps are removed repeatedly with malignancy observed only a: few times.
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